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AB The present invention discloses methods for preparation of novel protected 
5, 7-dihydroxy-4 , 4 -dimethyl -3 -oxoheptanoic acid ester derivs . , such as I 
[Rl, R2 = hydroxyl protecting group; R1R2 = isopropyl idne; R3 = alkyl ; R4 
= allyl, alkenyl, alkynyl , alkoxyalkyl, alkoxyalkenyl , alkoxyalkynyl , 
arylalkyl, etc.], and intermediates thereof for the synthesis of 
epothilones and epothilone derivs. Thus, 3 - [ (4S) -2 , 2 -dimethyl -1 , 3 -dioxan- 
4-yl] -3 -methyl -butan-2 -one, [obtained by the reaction of 
3 (S) -(3,5) -acetonedimethylketal-2,2-dimethyl-pentan-nitrile and 
methyllithium-lithiumbromide-complex] , was treated with diallylcarbonate 
to afford (4S) -2 , 2 -dimethyl- [1,3] -dioxan-4 -yl-4-methyl-3-oxo-pentanoic 
acid allyl ester (II) . II was reacted with terakistriphenylphosphinepalla 
dium to provide (4S) -4- (2-methyl-3-oxo-hept-6-ene-2-yl) -2, 2-dimethyl- [1, 3] - 
dioxane, which was hydrogenated in presence of palladium-carbon to afford 
(4S) -4- (2-methyl-3-oxo-heptane-2-yl) -2 , 2-dimethyl - [1,3] -dioxane (III) . 

IT 152044-53-6DP, Epothilone A, derivs. 

RL: PNU (Preparation, unclassified); PREP (Preparation) 
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AB A method for the preparation of epothilones and analogs, such as I (R = H, 
alkyl, protecting group; Rl = aryl ; R2 = H, alkyl; R3 = H, alkyl, R4CO, 
R40C0, R4S02; R4 = H, alkyl, aryl; X, Y = 0, NH, S, CO, C) is described. 
Embodiments of the method provide convenient access to analogs of the 
epothilones, such as those having alternate stereochem. and those containing 
an ester, amide, thioester, or alkyne moieties in the macrocycle. One 
embodiment of the method was used to synthesize epothilone B by a 
convergent approach that entailed Wittig coupling of an ylide derived from 
phosphonium bromide with an aldehyde. Macrolactonization of a resulting 
hydroxy acid provided an intermediate diene epothilone analog which upon 
selective saturation of the 9,10-olefin and subsequent epoxidn. provided 
epothilone B. Epothilone B exhibits microtubule stabilization and has 
IC50 values ranging from 0.32-0.16 nM in a variety of human cancer cell 
lines . 

IT 152044-54-7P, Epothilone B 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of epothilones and epothilone analogs for their use as 
anticancer agents) 
RN 152044-54-7 CAPLUS 

CN 4, 17-Dioxabicyclo [14 . 1. 0] heptadecane-5 , 9-dione, 7, 11-dihydroxy- 

8,8,10,12, 16 -pentamethyl -3 - [ ( IE) -1 -methyl -2 - (2 -methyl -4 - thiazolyl ) ethenyl ] - 
, (1S,3S, 7S, 10R, US, 12S, 16R) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) 
Double bond geometry as shown. 
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AB Objective: BMS 310705 is a novel water-soluble analog of epothilone B 
currently in phase I clin. evaluation in the treatment of malignancies 
such as ovarian, renal, bladder, and lung carcinoma. Using an early 
passage cell culture model derived from the ascites of a patient clin. 
refractory to platinum/paclitaxel therapy, we evaluated the pathway of 
caspase-mediated apoptosis. Methods: Cells were treated for 1 h and 
subsequently evaluated for apoptosis, survival, and caspase activity. 
Apoptosis was determined by fluorescent microscopy. Caspase-3, -8, and -9 
activities were determined by fluorometry using target tetrapeptide substrates. 
Mitochondrial release of cytochrome c was determined by immunoblot anal. 
Results: After treatment with BMS 310705, apoptosis was confirmed in >25% 
of cells at 24 h. Survival was significantly lower in cells treated with 
0.05 mM BMS 310705 vs. paclitaxel. Anal, revealed an increase of 
caspase-9 and -3 activity; no caspase -8 activity was observed Release of 
cytochrome c was detected at 12 h following treatment. SN-38 and 
topotecan failed to induce apoptosis. Conclusions: BMS 310705 induces 
significant apoptosis, decreases survival, and utilizes the 
mitochondrial -mediated pathway for apoptosis in this model. 

IT 280578-49-6, BMS 310705 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); BIOL 
(Biological study) 

(apoptotic mitochondrial -mediated pathways for epothilone BMS 310705 
antitumor action) 

RN 280578-49-6 CAPLUS 

CN 4 , 17-Dioxabicyclo [14 .1.0] heptadecane-5 , 9-dione, 3- [ (IE) -2- [2- (aminomethyl) - 
4-thiazolyl] -1 -methyl ethenyl] -7, ll-dihydroxy-8 , 8 , 10, 12, 16 -pentamethyl - , 
(1S,3S,7S,10R,11S,12S,16R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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AB Epothilone derivs . , such as I [M = bond, O, NR9, CR10R11; X = O, NH; R1-R4 
= H, alkyl; R5 = H , alkyl, cyano; R6 = H, alkyl, aryl, heterocyclyl; 
R9-R11 = H, OH, alkyl, alkoxy, aryl, cycloalkyl, heterocyclyl], 
pharmaceutical^ acceptable salts, solvates or hydrate thereof, were 
prepared for use as antitumor agents. Thus, epothilone derivative II was 

prepared 

from 2,3-dehydro epothilone A, via silylation of hydroxyl group, potassium 
cyanide addition, followed by deprotection . The prepared epothilone derivs. 
were assayed in vitro for their effect on tubulin polymerization and for 
cytotoxicity against HCT-116 human colon carcinoma cells. Therapeutic 
compns . containing I or in combination with other therapeutic agents useful in 
the treatment of cancer or other proliferative diseases are also claimed. 
IT 476623-89-9P 476623-90-2P 476623-91-3P 
476623-92-4P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 
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CN 4 , 17-Dioxabicyclo [14 .1.0] heptadecane-5 , 9-dione, 7 , ll-dihydroxy-8 , 8 , 10, 12- 
tetramethyl-3- [ (IE) -l-methyl-2- (2-methyl-4-thiazolyl) ethenyl] -, 
(1S,3S,7S, 10R, US, 12S, 16R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 



Me 




RN 152044-54-7 CAPLUS 

CN 4 , 17-Dioxabicyclo [14 .1.0] heptadecane-5, 9-dione, 7, 11-dihydroxy- 

8, 8, 10, 12, 16-pentamethyl-3- [ (IE) -l-methyl-2- (2 -methyl -4 -thiazolyl ) ethenyl] - 
, (1S,3S,7S,10R,11S,12S,16R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 
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The tubulin-bound structure of epothilone A (shown in green) differs 
substantially form its free conformation (determined by x-ray crystallog. , 
shown in gray) . The new structural data correlate well with results from 
chemical modification expts . , giving a consistent picture of the functionally 
important regions of epothilone. 
IT 152044-53-6; Epothilone A 152044-54-7, Epothilone B 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(high-resolution solution structure of epothilone a bound to tubulin with an 
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(1S,3S,7S,10R,11S,12S,16R) - (9CI) (CA INDEX NAME) 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



Absolute stereochemistry. Rotation (-) 
Double bond geometry as shown. 



10/780,181 




RN 152044-54-7 CAPLUS 

CN 4 , 17-Dioxabicyclo [14 . 1 . 0] heptadecane-5 , 9-dione, 7 , 11 -dihydroxy- 
8 , 8, 10, 12, 16-pentamethyl-3- [ (IE) -1 -methyl -2- (2 -methyl -4 -thiazolyl ) ethenyl] - 
, (1S,3S,7S,10R,11S / 12S,16R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
Double bond geometry as shown. 
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• Treatment of recurrent cervical adenocarcinoma with 
BMS-247550, an epothilone B analog 
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The incidence of recurrent cervical adenocarcinoma is rising relative to 
the squamous subtype. There are limited therapeutic options for women 
with advanced cervical adenocarcinoma. Only a few chemotherapy agents 
have demonstrated activity in this disease. This report describes results 
with BMS-247550, an epothilone B analog that stabilizes microtubules, with 
activity in previously treated adenocarcinoma of the cervix. We present 
two women with recurrent cervical adenocarcinoma with metastases to the 
lung. Both women were treated previously with paclitaxel and were 
enrolled in a phase I study with BMS-247550. Both women had partial 
responses to BMS-247550 with a decrease in tumor size and CA-125 levels. 
The demonstration of a response to BMS-247550, especially after addnl . 
chemotherapy had been administered, is encouraging, albeit preliminary. 
The ultimate role of BMS-247550 and multiagent chemotherapy in the 
treatment of adenocarcinoma of the cervix should be further investigated. 
152044-54-7D, Epothilone B, analog 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 
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4 , 17-Dioxabicyclo [14 . 1 . 0] heptadecane-5 , 9-dione, 7 , 11-dihydroxy- 

8, 8, 10, 12, 16-pentamethyl-3- [ (IE) -1 -methyl -2- (2 -methyl -4 - thiazolyl ) ethenyl] - 

, (1S,3S,7S,10R, US, 12S, 16R) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) 
Double bond geometry as shown. 
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AB Use of a compound of formula (I) wherein A represents O or NRN, wherein RN 
is hydrogen or lower alkyl , R is hydrogen or lower alkyl , R* is Me, 
methoxy, ethoxy, amino, methylamino, dimethylamino, aminomethyl or 
methylthio, and Z is O or a bond, or a pharmaceutical^ acceptable salt 
thereof, alone or in combination with at least one compound selected from 
the group consisting of somatostatin or a synthetic derivative thereof, 
interferon- 5-f luorouracil , doxorubicin, cyclophosphamide, streptozotocin 
and a standard anti-diarrheal , for the preparation of a medicament for the 
treatment of carcinoid syndrome or at least one neuroendocrine tumor. A 
method is disclosed for the treatment of a warm-blooded animal, having 
carcinoid syndrome and/or at least one neuroendocrine tumor. A 
combination comprising a compound formula I as defined above and at least 
one compound selected from the group provided above; and to a com. package 
comprising said combination. 
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